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DETAILED ACTION 
Election/Restrictions 

Claim 4 is withdrawn from further consideration pursuant to 37 CFR 1 . 142(b), as being drawn to 
a nonelected species, there being no allowable generic or linking claim. Applicant timely 
traversed the restriction (election) requirement in Paper No. 7B, filed March 5, 2002. 

Sp^CljiCutiOtt 

1 The abstract of the disclosure is objected to because it does not reflect that the invention 
is focusing on a method of using the preventatives or remedies, rather than the substances 
themselves. Correction is required. See MPEP § 608.01(b). 

Claim Rejections - 35 USC § 112 

1 . The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the — f^^P^;^^^^^^ 
and using it in such Ml. clear, concise, and exact terms as to enable any person skilled m the art to which it 
JelTns or with which k is m;st nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

2. Claiml-3 and 5-7 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being potentially enabling for prevention of some autoimmune 
demyelinating diseases using some substances, does not reasonably enable the prevention of all 
such diseases with any apoptosis-suppressing substances. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
practice the invention commensurate in scope with these claims. 
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While the art does recognize that multiple sclerosis (or its experimental model EAE) may 
be prevented (see. e.g. Elliot et al., J. Clin. Invest. Vol. 28, 1602- stating that work in the relevant 
field had shown that it was possible to prevent EAE in mice), especially insofar as prevention 
means to prevent relapse of the disease. See e.g., Elliot, p. 1602; Kennedy et al., J. Immun., 
vol.144, pp. 909-15, 909-10 (1990). However, in each ofthese references, the immunogen was a 
non-antibody protein. Antibodies have not been shown, and are therefore not known in the art, to 
be effective in preventing auioimrnune diseases. 

While treatment of an autoimmune demyelinating disease is enabled, the application has. 
not shown that any substance that suppresses apoptosis could prevent these diseases. The 
applicant has defined prevention of a disease as to prevent the disease (i.e. to keep it from taking 
hold of a subject) or to prevent relapse in a treated subject. While the applicant has shown that 
the antibody used in the examples has some therapeutic value in the treatmem of an autoimmune 
demyelinating disease, he has not shown that it could prevent the disease. The applicant has 
given examples of the use of an antibody in the treatmem of rats. The examples show that 
administration of the antibody does have the effect of reducing the effect of the disease when 
used as an immunogen or a post-infection treatment. However, the immunized rats in the 
experiment did get the disease. Because the rats got the disease, the applicant has not shown that 
the claimed method is effective, at least as to embodiments where antibodies are the apoptosis- 
suppressing substance, as a preventative. 

Further, while the art has developed experimental immunogens to the autoimmune 
diseases in mice, and has been successful in preventing relapse, the methods of these treatments 
did not involve antibodies to the apoptosis ligand, the molecule shown in the applicant's 
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examples, or even work administering apoptosis blocking agents. See, e.g., Kennedy et al,, J. 
Imm. vol. 144, abstract (describing the immunogen used) and p. 91 1 (showing success in 
preventing relapse); and Nicholson et al., Immunity, vol. 3, abstract (describing the compound 
used), and p. 402 (stating the treatment works by stimulating the immune system). Rather, the art 
teaches that if prevention is to be achieved, it is done by preventing the immune system from 
becoming autoreactive, not by the administration of apoptosis blocking substances. 

Therefore, while the applicant's claims may be enabled for methods of treatment, and in 
methods of helping to prevent relapse by administration to subjects wherein remission and 
relapse are repeated, he has not enabled one skilled in the art to perform a method wherein the 
diseases are prevented in the subject. 

3. Claims 1, 6, and 7 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention. The apphcation has described a method of treating an 
autoimmune demyelinating disease comprising use an antibody to the Fas ligand or an antagonist 
to Fas. However, claims 1, 6, and 7 encompass embodiments where the target of the apoptosis 
suppressing substance is not either Fas, or the Fas ligand. In the art, it is known that other 
cellular molecules are involved in the Fas apoptosis pathway. See generally, Holoshitz et al., 
U.S. Patent Number 6,098,631 (the '631 patent). The '631 patent discloses methods of treating 
autoimmune diseases, including multiple sclerosis, by inhibiting the Fas apoptosis pathway. See, 
'631, col. 1, lines 9-20, col. 5, lines 44-50, and col. 6, lines 57-62 (describing the 
Fas/sphingomyclin pathway and stating that the disclosed method of treatment may target any of 
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the members of the pathway). Because the applicant in this case has not described a method 
wherein any molecule other than Fas or Fas ligand is targeted, the apphcant has not provided a 
written description for the claimed method insofar as it describes a method for treatment where 
the apoptosis suppressing substance is other than a Fas ligand antibody, or a Fas antagonist. 

Claim Rejections - 35 USC §103 

. .• . cir T7 o /-< 1 n'^/'>»^ ^TfVii^'li fXrmc tVip hasi.<5 fnr all 

4. The tbllowmg is a quoiaiion oi jj u.o.»^. i\jj\<xj v»iiiw.i ^^.^ - 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
eotVor 02 of this title if the differences between the subject matter sought to be patented and the prior art are 
ucHat the ut^^^^^^^^ as a whole would have been obvious at the time the invention was made to a person 

TalroS sti in the art to which ^id subject matter pertains. Patentability shall not be negatived by the 

manner in which the invention was made. 

5. Claims 1-3 and 7 are rejected under 35 U.S.C. 103(a) as being obvious over Keana et al., 
U.S. Patent Number 6,184,210. This patent discloses an apoptosis inhibitor useful in the 
treatment of multiple sclerosis. Col. 3, lines37-55. The reference also discloses the use of the 
substance as a preventative of Fas ligand induced apoptosis in mouse liver. Col. 23, lines 34-38. 
Thus, a person of ordinary skill in the art would have known to use the substance in the claimed 
method because of the effectiveness of the substance in preventing mouse liver cell lysis and 
because the patem teaches that the substance is usable to prevent multiple sclerosis. The person 
of ordinary skill in the art would have reasonably expected success because of the success of the 
in vivo testing against mouse liver apoptosis, which is also induced by the Fas ligand. 

6. Claims 1-3, 6, and 7 are rejected under 35 U.S.C. 103(a) as being obvious over Hughes 
and Crispe, J. Exp, Med, Vol. 182, 1395-1401, (1995) (Hughes); in view of Holoshitz et al, U.S. 
Patent Number 6,098.631 (the '631 patent); and D'Souza et al.. J. Exp. Med., vol, 184, pp. 2361- 
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70 (1996) (D'Souza). Claims 1-3 describe a method of inhibiting an autoimmune demyelinating 
disease using an apoptosis suppressing substance, wherein the substance is a Fas antagonist, and 
wherein the substance suppresses Fas-Fas ligand binding. 

Hughes teaches the use of a soluble variant of Fas to inhibit apoptosis induced by the Fas- 
Fas ligand interaction. Hughes, p. 1395. As a variant of the Fas receptor, those in the art would 
assume that the operation of the variant is to inhibit Fas ligand binding to the Fas receptor- 

. ' T-...^i--« ^-Uo no of th^^ ^/^^rinnt iQ tn inhibit the Fas-Fas ligand 

thereby inhibiting apopiosis. ruiuici, mih^c tn^ 

interaction, and the activation of apoptosis pathways, the variant is clearly a Fas antagonist. 
However, the reference does not teach the use of the variant to treat or inhibit autoimmune 
demyelinating diseases. The reference is describing a method of inhibiting the apoptosis of T 
cells. 

However, the Fas-Fas ligand interaction was known in the art to be a part of the pathway 
leading to demyelinating immune diseases. See e.g., the '631 patent, col. 5, and col. 1, lines 9-20 
(describing the pathway, and linking it to the autoimmune demyelinating disease multiple 
sclerosis), and D'Souza, pp. 2367-68 (linking Fas receptor and ligand binding with multiple 
sclerosis). Therefore, although Hughes does not teach the use of the variant to prevent 
autoimmune demyelinating diseases, it would have been obvious to one of ordinary skill in the 
art to use the variant as it is targeting the same ligand/receptor interaction that is responsible for 
causing multiple sclerosis. Cf Hughes, p. 1395, 12, and D'Souza pp. 2367-68. Because multiple 
sclerosis is an autoimmune demyelinating disease, and because the Hughes variant is an 
apoptosis inhibiting substance- claim 1 would have been obvious to one of ordinary skill in the 
art. Further, the method of claim 3 would have been obvious because the Hughes variant inhibits 
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Fas-Fas ligand binding. Claims 6 and 7 would have been obvious because D'Souza and the '63 1 
patent would have lead those skilled in the art to use the method taught in Hughes as a method of 
treatment of multiple sclerosis- an autoimmune demyelinating disease. 

One of ordinary skill in the art would have expected success in the method because of the 
knowledge that the Hughes variant inhibited Fas-Fas ligand induced apoptosis. Since the method 
was effective in treating one form of Fas mediated immune disease, there would be no reason 

/ 

the same lieand 

that a hke treatment wouiu ue lucucouvc agamai, anumw v..^wv.^ 

receptor. 

7. Claims 1-3 and 5-7 are rejected under 35 U.S.C. 103(a) as being obvious over Nagata et 
al in U.S. Patent Number 6,348,334 (the '334 patent), in view of Holoshitz et al, in U.S. Patent 
Number 6,098,631 (the '631 patent) and Queen et al., in U.S. Patent Number 6,046,310 (the '310 
patent). The listed claims describe a method of treating an autoimmune demyelinating disease 
(esp. acute disseminated encephalomyelitis and multiple sclerosis) using an apoptosis 
suppressing substance (esp. an anti-Fas ligand antibody). 

The '334 patent teaches a method for treating autoimmune diseases such as rheumatism 
and SLE and AIDS, all of which are autoimmune diseases. (Col.25, lines 18-26) The method 
comprises the administration of anti-Fas ligand antibodies. See, col. 23, lines 52-55 (defining the 
antibodies used in the method as those targeting the polypeptides of the first and second aspects 
of the invention), and col. 3, lines 55-60, defining the polypeptides as Fas ligand and fi-agments 
thereof Thus, the patent teaches the limitations of the claimed methods except for the treatment 
of an autoimmune demyelinating disease. 
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However, both the '63 1 and the '310 patents disclose methods and compounds usable for 
treating both rheumatoid arthritis and multiple sclerosis. See, U.S. Pat. '631, col. 1, lines 9-20, 
and U.S. Pat. '3 10, col. 2, lines 56-61. As exemplified by these two patents, the art recognized 
that the rheumatoid arthritis and multiple sclerosis diseases are related, and are treatable by 
similar methods. Further, the claimed method is targeting a specific protein ligand known to be 
involved in both of the diseases. Thus, one of ordinary skill in the art would have known to use 



..i+irtia r/.larr>cio oo A c miiltinlft sr.lfirosis is 

the method aisciosea in me jjh pmciu lu ucai muiupn^ ovivx,^>j4o r 

disclosed in the application as an autoimmune demyelinating disease (see claim 7), the disclosure 
of this disease also accounts for the generic claims 6 and 1-3. 

Those of ordinary skill in the art would have had a reasonable expectation of success due 
to the success of the treatments in the above references. Since the described methods all relate to 
treatments targeting the Fas-Fas ligand interaction, and because they are all targeting related 
diseases, those of ordinary skill in the art would have expected the methods to achieve like 
results. 

8. Claims 1-3, 5, and 6 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Lynch et al. in U.S. Patent Number 5,830,469 (the '469 patent) in view of D'Souza. These 
claims describe a method of treating an autoimmune demyleinating disease, especially multiple 
sclerosis, by the administration of a Fas antagonist that suppresses Fas-Fas ligand binding. 

The '469 patent teaches the use of antibodies to the Fas receptor (therefore- Fas 
antagonists) that inhibit the binding of Fas ligands to the receptor, thereby inhibiting apoptosis. 
Col. 4, lines 48-54. The patent teaches that the antibodies may be used to treat the related 
autoimmune disease of rheumatoid arthritis, taught to be related to multiple sclerosis, and 
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therefore other autoimmune demyelinating diseases, in the references cited above. Col. 16, lines 
3-14. The reference also teaches the use of a fusion protein comprising a binding domain of the 
Fas receptor that binds to the ligand (acting as a Fas antagonist) thereby preventing apoptosis. 
Cols, 10-11. Thus, the patent teaches multiple Fas antagonists, and that they may be used to treat 
autoimmune diseases related to the autoimmune disease of multiple sclerosis. However, the 
patent does not teach that the Fas antagonists may be used tot treat multiple sclerosis. 

I ,1. -i - r?-- T7~- i:«...M/4 '.■n*nmr>tjf\r\ to o oQrt r>f"t1if» nsthwav IftaHinp to 
W SOUZa leacnes lliai UlC r as-r as uganu nus^i ttv.'uwii iLj " pi" I- J o - - 

multiple sclerosis P. 2368. D'Souza also teaches that Fas antagonists may have therapeutic 
applications. Id. Because D'Souza teaches that Fas antagonists may have such applications, and 
because the methods taught by the '469 patent are useful in treating the related disease 
rheumatoid arthritis, it would have been obvious to one of ordinary skill in the art to use the Fas 
antagonists disclosed by the patent in the treatment of multiple sclerosis (thus for autoimmune 
demyelinating diseases). Those of ordinary skill in the art would have has a reasonable 
expectation of success due to the success of the '469 patent's method in treating the related 
diseases. 

9. Claims 1-3 and 5-7 are rejected under 35 U.S.C. 103(a) as being unpatentable over Lynch 
et al. in U.S. Patent Number 5,830,469 (the '469 patent), in view of Aoyagi in EP document 0 
285 883 (Aoyagi). These claims are to a method of treating an autoimmune demyelinating 
disease by administering a Fas- ligand antibody. 

The '469 patent teaches the use of antibodies to the Fas receptor (therefore- Fas 
antagonists) that inhibit the binding of Fas ligands to the receptor, thereby inhibiting apoptosis. 
Col. 4, lines 48-54. The patent teaches that the antibodies may be used to treat the related 
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autoimmune disease of rheumatoid arthritis, taught to be related to multiple sclerosis, and 
therefore other autoimmune demyelinating diseases, in the references cited above. Col. 16, lines 
3-14. The reference also teaches the use of a fusion protein comprising a binding domain of the 
Fas receptor that binds to the ligand (acting as a Fas antagonist) thereby preventing apoptosis. 
Cols. 10-11. Thus, the patent teaches muitipie Fas antagonists, and that they may be used to treat 
autoimmune. However, the patent does not teach that the Fas antagonists may be used tot treat 
multiple sclerosis or auiuiuuuunc ucmy*^iiiiunii5 ^i^w^^v.^. 

Aoyagi (the entire document) indicates that therapeutic agents for autoimmune diseases 
can also be used to treat autoimmune demyelinating diseases. See e.g., p. 2, H 1, stating that the 
therapeutic agent of the invention may be used tin treating an autoimmune disease- such a 
multiple sclerosis which is an autoimmune demyelinating disease- indicating that there is no, or 
little, difference between the autoimmune diseases generally and autoimmune demyelinating 
diseases. Thus, it would have been obvious to one of ordinary skill in the art to use the antibodies 
of Okumura in a method of treating autoimmune demyelinating diseases because Aoyagi teaches 
that methods of treating autoimmune diseases may also be used in autoimmune demyelinating 
diseases. 

A person of ordinary skill in the art would have had a reasonable expectation of success 
because the same receptor ligand are being targeted in both methods of treatment, and because 
targeting those molecules was effective in treating the related autoimmune diseases. 
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Information Disclosure Statement 
10. The Information Disclosure Statement filed on Jan. 10, 2001 (paper no. 4) listed the 
Japanese document JP632306 as being accompanied by a translation. The translation was not 
evident in the file. Therefore, the document in full was not considered. However, it was 
considered to the extent on the abstract accompanying this action. 

1 1 Those references included in the Information Disclosure Statements (papers3, 4, and 5) 
that are not in the English language have been examined to the extent of the abstracts that are in 
English. 



Conclusion 

12. The prior art made of record and not relied upon is considered pertinem to appUcanfs 

disclosure is as follows: 

EP document 0675200A1 discloses Fas antagonists (p. 10, lines 28-32) usable in 
treatments of apoptosis related diseases, and antibodies to Fas ligand likewise usable to 
treat apoptosis related diseases (p. 19, lines 9-23) 

13. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Zachariah Lucas whose telephone number is 703-308-4240. The 
examiner can normally be reached on Monday-Friday, 8 am to 4:30 pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Housel can be reached on 703-308-4027. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-308-4242 for regular 
communications and 703-872-9307 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 



r Lucas 

Patent Examiner 
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SUPERVISORY mTENT EXAMINER 
TECHNaOGY CENTER 1600 



